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DETAILED ACTION 

Receipt is acknowledged of applicant's Response to Election/Restriction filed on 
2/8/2006. 

Election/Restrictions 

Applicant's election with traverse of Claims 1-43 in the reply filed on 2/8/2006 is 
acknowledged. The traversal is on the ground(s) that examining the compositions of 
Group II, Claims 44-95, and the methods of Groups lll-VI, Claims 96-104, would not 
place a burden on the examiner. The examiner respectfully disagrees with this 
assertion and respectfully submits that Groups lll-VI are distinct from group I for the 
reasons set forth in the 1/9/2006 restriction requirement. With respect the composition 
claims of Group II (Claims 44-95), because they do not contain an element that is 
essential and fundamental to Group I (Claims 1-42), that is, a buffer present in a 
sufficient amount to maintain a portion of a pharmaceutical agent, upon dissolution of 
said agent in salvia, in an unionized state, the claim set of Group li is patentably distinct 
from Group I. The examiner respectfully asserts that Applicant recognizes this 
distinction in categorizing Group II as having three essential elements (a composition 
comprising (1)fentanyl and (2) an excipient, (3) wherein the composition is essentially 
sugar-free), while categorizing Group I as comprising four essential elements (a 
composition comprising (1)an ionizable pharmaceutical agent, (2) a buffer, (3) an 
excipient, (4) wherein the composition is essentially sugar-free). 
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The election of species consistent with Example 6 of the instant specification is 
acknowledged. As such, isomalt was elected from the "excipient" group, fentanyl was 
selected as the pharmaceutical agent to be examined, and citric acid - di-sodium 
hydrogen phosphate was chosen from the "buffer" category. Because the cited 
references teach sorbitol as the sugar-substitute, the claims encompassing the 
limitation "sorbitol" (as an individual polyhydric alcohol and not as a combination) will be 
rejoined and examined (Claim 5). As a result of the restriction/species elections the 
following claims will be examined: 1-5, 11, 15-25, 27-43. As such, claims 6-10, 12-14, 
26, and 44-105 are withdrawn from further consideration pursuant to 37 CFR 1 .142(b), 
as being drawn to a nonelected species and invention, there being no allowable generic 
or linking claim. Applicant timely traversed the restriction (election) requirement in the 
reply filed on 2/8/2006. The requirement is still deemed proper and is therefore made 
FINAL. 

Claim Rejections -35USC§112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 13 is rejected under 35 U.S.C. 112, second paragraph, as being 

incomplete for omitting essential elements, such omission amounting to a gap between 

the elements. See MPEP § 2172.01. The omitted element is a "buffer" as set forth in 

the instant claim 1 . The essential elements of the instant claim 1 are: (1) an ionizable 

pharmaceutical agent, (2) a buffer, (3) an excipient, (4) whecein the composition is 
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essentially sugar-free. Since the instant claim 43 is dependent on claim 1 (buffer 
required), the examiner respectfully submits that it omits an essential element. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a' foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-5, 15-16, 18-25, 27-28, 30-42 are rejected under 35 U.S.C. 102(b) as 
being anticipated by US 6,264,981 ('981). 

'981 disclose pharmaceutical dosage forms comprising ionizable pharmaceutical 
agents, excipients, and buffers (Examples 2-3). As set forth in '981 , the composition 
may be sugar-free (Example 2 - Table C) and can comprise buffer in an amount 
sufficient to maintain a portion of the agent in an ionized form (columnj, line 67 - 
column 8, line 17). As disclosed in Example 3, like the instant application, sorbitol may 
be used as the sugar substitute. As a well-known sugar substitute, the examiner 
respectfully asserts that sorbital would be bioequivalent to the sugar amount in a given 
oral transmucosal dosage form. 

The buffer formulation in the '981 composition may comprise a combination of 
citric acid and di-sodium hydrogen phosphate buffered to a range of pH 6.0 (Example 
3). The examiner respectfully submits that a pH of 6.0 reads onHhe limitation from 
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"about" 6.3 to 6.6 as presented in Claim 25. Like the instant claim set, the composition 
advanced by '981 may also comprise polyethylene glycol (Example 3). '981 disclose a 
number of pharmaceutical species suitable for use in the instant invention, including 
fentanyl (column 9, line 42; Table 1 ; Claims 27-28). Because the pKa of fentanyl is 7.3 
(although it also changes on the basis of temperature - See Thurlkill et al.) and 
droperidol is 7.46 (See Table C), a "portion" of the agent would necessarily be in an 
ionized state upon dissolution of the dosage form in saliva. It should be noted that the 
dosage form disclosed by '981 can be formulated into a lollipop, lozenge, or chewing 
gum formulation (Claims 23-25). 

The claims are therefore anticipated by US 6,264,981 ('981). 

Claim Rejections - 35 USC § 103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: : 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art; 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-5, 11, 15-25, 27-42 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over US 6,264,981 ('981) in view of US 5,629,042 ('042) or US 

2001/0029959 ('959). 

'981 teach pharmaceutical dosage forms comprising ionizable pharmaceutical 
agents, excipients, and buffers (Examples 2-3). As set forth in '981, the composition 
may be sugar-free (Example 2 - Table C) and can comprise buffer in an amount 
sufficient to maintain a portion of the agent in an ionized form (column 7, line 67 - 
column 8, line 17). As taught in Example 3, like the instant application, sorbitol may be 
used as the sugar substitute. As a well-known sugar substitute, the examiner 
respectfully asserts that sorbital would be bioequivalent to the sugar amount in a given 
oral transmucosal dosage form. 

The buffer formulation in the '981 composition may comprise a combination of 
citric acid and di-sodium hydrogen phosphate buffered to a range of pH 6.0 (Example 
3). The examiner respectfully submits that a pH of 6.0 reads on the limitation from 
"about" 6.3 to 6.6 as presented in Claim 25. Like the instant claim set, the composition 
advanced by '981 may also comprise polyethylene glycol (Example 3). '981 teach a 
number of pharmaceutical species suitable for use in the instant invention, including 
fentanyl (column 9, line 42; Table 1; Claims 27-28). Because, as set forth in '981, 
fentanyl is a suitable active agent for use in the dosage form, one of ordinary skill in the 
art would have been motivated to use fentanyl as the active agent in the dosage forms 
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(Like table C, for example) advanced by '981. Based on the teachings of '981, there is 
a reasonable expectation that a dosage form, such as the one set forth in Table C, 
comprising fentanyl would have the ability to act as an effective oral transmucosal 
delivery device. As such, it would have been obvious to one of ordinary skill in the art at 
the time the invention was made to incorporate fentanyl into the dosage forms 
advanced by '981. Moreover, because the pKa of fentanyl is 7,3 (although it also 
changes on the basis of temperature - See Thurlkill et al.) and droperidol is 7.46 (See 
Table C), a "portion" of the agent would necessarily be in an ionized state upon 
dissolution of the dosage form in saliva. It should be noted that the dosage form 
disclosed by '981 can be formulated into a lollipop, lozenge, or chewing gum formulation 
(Claims 23-25). 

'981 does not teach a dosage form comprising isomalt. However, both '042 and 
'959 teach the use of isomalt as an effective sugar substitute (Claim 15 of '042 and 
Example 6 of '959). Moreover, both '042 and '959 teach the equivalence of isomalt and 
sorbitol and further teach the use of both ingredients in the preparation of hard candies 
(Claim 15 of '042 and Example 6 of '959). Because, as confirmed by both '042 and 
'959, isomalt is an effective sugar-substitute, one of ordinary skill in the art would have 
been motivated to use isomalt in the sugar-free dosage form advanced by '981. Based 
on the teachings of both '042 and '959, there is a reasonable expectation that the 
substitution of isomalt, a well-known sugar substitute, for sorbitol in the composition of 
'981 would result in an effective sugar-free oral dosage form. As such, it would have 
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been obvious to one of ordinary skill in the art at the time the invention was made to use 
isomalt to the composition proposed by '981 in view of the teachings of both '042 and 
'959. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David L. Vanik whose telephone number is (571) 272- 
3104. The examiner can normally be reached on Monday-Friday 8:30 AM - 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is (571) 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




